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A method for treating airway disorders comprises a reversible proton pump 
inhibitor and an airway therapeutic to be taken simultaneously (as a fixed 
oral combination) or in succession (one directly after the other or else 
within a relatively large time span) . The reversible proton pump 
inhibitor is, e.g., Soraprazan or its salt, and the airway therapeutic is, 
e.g., Ciclesonide. 
362525-74-4 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(oral combination of reversible proton pump inhibitors and airway 
therapeutics for treatment of airway disorders) 

362525-74-4 CAPLUS 

7H-Imidazo [1, 2-a] pyrano [ 2 , 3-c] pyridin-8-ol, 8 , 9-dihydro-7- (2- 
methoxyethoxy)-2,3-dimethyl-9-phenyl-, (7R,8R,9R)- (9CI) (CA INDEX NAME) 
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GI 




Arom I 



AB The invention relates to nitrosated tricyclic imidazopyridines (e.g. 

7, 8, 9, 10-tetrahydroimidazo[l,2-h] [ 1, 7 ] naphthyridine) of formula (I) [Rl = 
H, Cl-4 alkyl, C3-7 cycloalkyl, C3-7 cycloalkyl-Cl-4 alkyl, Cl-4 alkoxy, 
Cl-4 alkoxy-Cl-4 alkyl, Cl-4 alkoxycarbonyl, C2-4 alkenyl, C2-4 alkynyl, 
fluoro-Cl-4 alkyl, hydroxy-Cl-4 alkyl; R2 = H, Cl-4 alkyl, aryl, C3-7 
cycloalkyl, C3-7 cycloalkyl-Cl-4 alkyl, Cl-4 alkoxycarbonyl, hydroxy-Cl-4 
alkyl, halogen, C2-4 alkenyl, C2-4 alkynyl, fluoro-Cl-4 alkyl, 
cyanomethyl, etc.; R3a, R3b = H, halogen, fluoro-Cl-4 alkyl, Cl-4 alkyl, 
C2-4 alkenyl, C2-4 alkynyl, C02H, -CO-Cl-4 alkoxy, hydroxy-Cl-4 alkyl, 
Cl-4 alkoxy-Cl-4 alkyl, Cl-4 alkoxy-Cl-4 alkoxy-Cl-4 alkyl, fluoro-Cl-4 
alkoxy-Cl-4 alkyl, (un ) substituted CONH2 ; one of R4a and R4b or one of R5a 
and R5b = H, Cl-7 alkyl, C2-7 alkenyl, Ph or phenyl-Cl-4 alkyl and the 
other = HO, Cl-4 alkoxy,. oxo-subs tituted Cl-4 alkoxy, C3-7 cycloalkoxy, 
C3-7 cycloalkyl-Cl-4 alkoxy, hydroxy-Cl-4 alkoxy, Cl-4 alkoxy-Cl-4 alkoxy, 
Cl-4 alkoxy-Cl-4 alkoxy-Cl-4 alkoxy, C3-7 cycloalkoxy-Cl-4 alkoxy, C3-7 
cycloalkyl-Cl-4 alkoxy-Cl-4 alkoxy, Cl-4 alkylcarbonyloxy, wholly or 
mainly halogen-substituted Cl-4 alkoxy, etc. or in which R4a and R4b or 
R5a and R5b together are O (oxygen) or are Cl-7 alkylidene; Arom = 
(un) substituted mono- or bicyclic aromatic radical; X = O or NH] . Also 
disclosed is the use of the compds . I for the prevention and treatment of 
gastrointestinal illnesses. These compds. are acid pump antagonists 
(APAs) with less side effects than known APAs and have an antibacterial 
activity against Helicobacter bacteria with less side effects than known 
compds. with such activity and NO (nitric oxide) releasing activity, in 
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which the effect against Helicobacter bacteria is synergistically enhanced 
on account of the gastric acid inhibiting activity of these cornpds . They 
exhibit a marked inhibition of gastric secretion and an excellent gastric 
and intestinal protective action in warm-blooded animals, in particular 
humans. Due to gastric and intestinal protection, they are useful for the 
prevention and treatment of gastrointestinal diseases, in particular of 
gastrointestinal inflammatory diseases and lesions (e.g. gastric ulcer, 
peptic ulcer, including peptic ulcer bleeding, duodenal ulcer, gastritis, 
hyperacidic or medicament-related functional dyspepsia), which can be 
caused, for example, by microorganisms (e.g. Helicobacter pylori), 
bacterial toxins, medicaments (e.g. certain antiinflammatories and 
antirheumatics, such as NSAIDs and COX-inhibitors ) , chems . (e.g. ethanol), 
gastric acid or stress situations. 
IT 620631-28-9P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(intermediate; preparation of nitrosated tricyclic imidazopyridine deri\ 
as gastric secretion-inhibitor and anti-inflammatory and antibacterial 
agents for prevention and treatment of gastrointestinal diseases) 
RN 620631-28-9 CAPLUS 

CN Pentanoic acid, 5-bromo-, ( 7R, 8S, 9R) -8 , 9-dihydro-7- (2-methoxyethoxy) -2 , 3- 
dimethyl-9-phenyl-7H-imidazo[l,2-a]pyrano[2, 3-c] pyridin-8-yl ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




IT 620631-26-7P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study); PREP (Preparation); USES 

(Uses) 

(preparation of nitrosated tricyclic imidazopyridine derivs . as gastric 
secretion-inhibitor and anti-inflammatory and antibacterial agents for 
prevention and treatment of gastrointestinal diseases) 
RN 620631-26-7 CAPLUS 

CN Pentanoic acid, 5- (nitrooxy) - , ( 7R, 8S , 9R) -8 , 9-dihydro-7- ( 2-methoxyethoxy ) - 
2, 3-dimethyl-9-phenyl-7H-imidazo [1, 2-a] pyrano [2, 3-c] pyridin-8-vl ester 
(9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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IT 362605-90-1 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(reactant; preparation of nitrosated tricyclic imidazopyridine derivs . 
gastric secretion-inhibitor and anti-inflammatory and antibacterial 
agents for prevention and treatment of gastrointestinal diseases) 
RN 362605-90-1 CAPLUS 

CN 7H-Imidazo [1, 2-a]pyrano [2, 3-c] pyridin-8-ol, 8 , 9-dihydro-7- (2- 

methoxyethoxy)-2,3-dimethyl-9-phenyl-, (7R,8S f 9R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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CN 7H-Imidazo [ 1 , 2-a] pyrano [2, 3-c] pyridin-8-ol , 7-butoxy-8 , 9-dihydro-2 , 3- 
dimethyl-9-phenyl-, (7R, 8R, 9R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Ph 




RN 533903-15-0 CAPLUS 

CN 7H-Imidazo [ 1 , 2-a] pyrano [2, 3-c]pyridin- 
dimethyl-9-phenyl-, (7S, 8R, 9R) - (9CI) 

Absolute stereochemistry. 
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3-ol, 7-butoxy-8, 9-dihydro-2, 3- 
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AB 



IT 



RN 
CN 



Imidazopyridines, such as I [R4, R5 = OH, alkoxy, alkylcarbonyloxy, 
carbamoyloxy, alkyloxycarbonyloxy, etc.], were prepared for pharmaceutical 
use as prodrugs for the treatment of gastrointestinal disorders, such as 
gastrointestinal inflammatory diseases and lesions and gastric acid 
related diseases. Thus, imidazopyridine II [R4 = 0(CH2)20Me, R5 = COMe] 
was prepared via O-alkylation of the corresponding diol II (R4 = R5 = OH) 
with MeO(CH2)20H followed by acetylation with acetic anhydride. The 
prepared imidazopyridines were tested for their inhibition of stomach acid 
secretion of perfused rat stomach stimulated by pentagastrin . 
362525-48-2P 362525-50-6P 362525-52-8P 
362525-54-0P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of imidazopyridine prodrugs for prevention and treatment of 

gastrointestinal diseases) 
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7H-Imidazo[l,2-a]pyrano[2,3-c]pyridin-8-ol, 8 , 9-dihydro-7- (2- 
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AB Compds. of formula I [Rl = Me, hydroxymethyl ; R2-R5 = H, OH, OMe, OEt, 
OPr, OPr-i, OBu, methoxyethoxy, methoxypropoxy] , are suitable for the 
prevention and treatment of gastrointestinal diseases. Thus, II is prepared 
and is shown to inhibit acid secretion 100% in rat stomach at 1 
uinol/kg . 

IT 362605-90-lP 362605-91-2P 362605-92-3P 
362605-93-4P 362605-94-5P 362605-96-7P 

362605- 97-8P 362605-98-9P 362605-99-0P 

362606- 00-6P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 
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7H-Imidazo [ 1 , 2-a] pyrano [2, 3-c] pyridin-8-ol, 8, 9-dihydro-7- (2- 
methoxyethoxy)-2,3-dimethyl-9-phenyl-, (7R,8S,9R)- (9CI) (CA INDEX NAME) 



CN 



Absolute stereochemistry. 
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Me 
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CN 7H-Imidazo[l, 2-a] pyrano [2, 3-c] pyridin-8-ol , 8, 9-dihydro-7- (2- 

methoxyethoxy)-2,3-dimethyl-9-phenyl-, (7S,8S,9R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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R2 




R 7 I Ph II 



AB The. title compds . I (R = H, alkyl, alkoxyalkyl, hydroxyalkyl ; R2 = H, 
alkyl, hydroxyalkyl, halo, alkenyl, alkynyl; R3 = H, halo, F3C, alkyl, 
alkenyl, alkynyl, hydroxyalkyl, alkoxyalkyl carbamoyl; one of R4 and R4a 
is H, alkyl, alkenyl, Ph and the other is HO, alkoxy, alkoxyalkoxy, 
alkylcarbonyloxy, R4R4a = 0, alkylidene; one of R5 and R5a is H, alkyl, 
alkenyl, Ph and the other is H, HO, alkoxy, alkoxyalkoxy, 
alkylcarbonyloxy, R5R5a = 0, alkylidene; R6 = H, halo, alkyl, alkoxy, 
alkoxycarbonylamino, F3C; R7 = H, halo, alkyl, alkoxy; X = O, NH) were 
prepared for the prevention and treatment of gastrointestinal diseases 
Thus, (8R9R) -2, 3-dimethyl-8-hydroxy-9-phenyl-7, 8, 9, 10- 

tetrahydroimidazo[l,2-h] [ 1, 7 ] napnthyridin-7-one was methylated with Mel 
followed by reduction with NaBH4 to give ( 7R, 8R, 9R) -2 , 3, 8-trimethyl-7 , 8- 
dihydroxy-9-phenyl-7, 8,9, 10-tetrahydroimidazo [1, 2-h] [1,7] napnthyridine 
(II). At 1 umol/kg (i.v.) II inhibited acid secretion of the perfused 
rat stomach stimulated pentagastrin by 100%. 
IT 364041-33-8P 364041-34-9P 364041-35-0P 
364041-36-1P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biologic 
study, unclassified); SPN (Synthetic preparation) ; THU (Therapeutic use) 
BIOL (Biological study); PREP (Preparation); USES (Uses) 
(preparation of alkylated imidazopyridine derivs . ) 
RN 364041-33-8 CAPLUS 

CN 7H-Imidazo [ 1 , 2-a] pyrano [2 , 3-c] pyridine-7 , 8-diol, 8, 9-dihydro-2 , 3 , 7- 
trimethyl-9-phenyl-, (7S,8R, 9R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 364041-34-9 CAPLUS 

CN 7H-Imidazo[l, 2-a] pyrano [2, 3-c] pyridine-7 , 8-diol, 8 , 9-dihydro-2 3 7- 
trimethyl-9-phenyl-, (7R,8R,9R)- (9CI) (CA INDEX NAME) 
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Fused dihydropyrans I [Rl = alkyl; R2 = alkyl, hydroxyalkyl ; R3 = H, 
halogen; R4 = R5 = H, OH, alkoxy, alkylcarbonyloxy, oxo; R4R5 = fused 
heterocycle, such as OCH20 or 0(CH2)20; R6 = H, CF3, halogen, alkoxy, 
alkoxycarbonylamino; R7 = H, halogen, alkyl, alkoxy] were prepared for the 
prevention and treatment of gastrointestinal diseases. Thus, cis-I [Rl = 
R2 = Me, R3 = R4 = R6 = R7 = H, R5 = OH] was prepared by reaction of II with 
Bu3SnH/AIBN in benzene followed by treatment with saturated KOH solution The 
prepared compds were tested for inhibition of acid secretion on perfused rat 
stomach. 
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